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Date of request: July 2, 2020
NCCN Guidelines Panel: Non-Small Cell Lung Cancer (NSCLC) version 6.2020
FDA status: Guardant Health’s Guardant360 plasma-based comprehensive genomic profiling laboratory test has been designated for
Breakthrough Review by the FDA (and is certified, accredited, or approved by the Clinical Laboratory Improvement Act, College of
American Pathologists, and New York State Department of Health, respectively).

On behalf of Guardant Health, I thank the NSCLC Panel and staff for their rapid and thorough updates to the Guidelines,
which incorporate the best and latest science pertaining to treatment selection. In our common interest in updating these
Guidelines, I respectfully request that the Panel consider the following suggestions: (a) name Guardant360 (as also
requested in letters dated January 22 and March 27 of this year); (b) allow clinicians the autonomy to consider either tissueor plasma-based testing, with the latter on the same footing as the former, depending on the clinical situation; and (c) clarify
“broad molecular profiling.” This letter provides a more specific format in line with your requests and cites newly released
publications as support.
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NSCL-18 and
NSCL-18A,
footnote ii

Option A: If there is insufficient tissue to allow testing for all of EGFR,
ALK, ROS1, BRAF, MET, and RET,; results for these biomarkers are
not available within 10 days; or tissue biopsy is contraindicated,
repeat biopsy and/or plasma testing of cell-free circulating tumor DNA
(sometimes referred to as “liquid biopsy”), followed by reflex to repeat
tissue biopsy if no circulating tumor DNA alterations are detected,
should be done. If these are not feasible, treatment is guided by
available results and, if unknown, these patients are treated as though
they do not have driver oncogenes.

This suggestion to make testing for biomarkers
treatable with FDA-approved therapies more
accessible (by recommending multiple methods for
genotyping) is supported by the widespread
persistence of undertesting or incomplete testing on
one hand1,2,3 and the recent approval of yet more
targetable gene treatments (e.g., capmatinib,
selpercatinib) on the other.

Plasma or
tissue

- or -

Option B: If there is insufficient tissue to allow testing the result for all
any of EGFR, ALK, ROS1, BRAF, MET, and RET is unknown, plasma
testing of cell-free circulating tumor DNA (sometimes referred to as
“liquid biopsy”) or tissue biopsy (followed by reflex to plasma if no
alterations are detected) should be done. If these are not feasible,
treatment is guided by available results and, if unknown, these
patients are treated as though they do not have driver oncogenes.
NSCL-18 and
NSCL-18A,
footnote kk
Plasma or
tissue

The NCCN NSCLC Guidelines Panel strongly advises broader
molecular profiling using either cell-free circulating tumor DNA or
tumor tissue for comprehensive genomic profiling with the goal of
identifying rare driver mutations for which effective drugs may already
be available, or to appropriately counsel patients regarding the
availability of clinical trials. Clinicians may wish to reflex to tissuebased profiling if plasma testing uncovers no known oncogenic driver
alterations. Broad molecular Comprehensive genomic profiling is a key
component of the improvement of care of patients with NSCLC. See
Emerging Biomarkers to Identify Patients for Therapies (NSCL-H).

Plasma-based testing through next-generation
sequencing (a) is readily accessible and efficient;4 (b)
may be an attractive alternative to more invasive
testing, particularly during this time of coronavirus
concern; (c) has a quick turnaround;3 (d) may identify
more patients with driver mutations than tissue
testing;3,5 and (e) results in responses similar to those
for tissue.4,6,7,8,9
Well validated plasma-based comprehensive genomic
profiling should be recommended on the same
footing as tissue-based genomic testing not only
upon progression, but in newly diagnosed patients,
regardless of tissue availability or sufficiency, leaving
the utilization of either blood or tissue to physicians’
discretion (with a recommendation to reflex to tissue
if plasma uncovers no driver alterations or to plasma
if tissue is insufficient or testing is incomplete).
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NSCL-G,
page 4 of 5

For many of the above listed analytes, there is growing recognition of
the molecular mechanisms of resistance to therapy. Genomic Retesting of a new sample, acquired through plasma cell-free circulating
DNA or tissue biopsy, from a tumor that is actively progressing while
exposed to targeted therapy can shed light on appropriate next
therapeutic steps:
Studies have demonstrated cell-free tumor DNA testing through
comprehensive genomic profiling assays such as Guardant360 or
other similarly well validated tests (irrespective of panel size as long as
evidence thresholds have been surpassed) to generally have very high
specificity, but significantly compromised sensitivity, with up to 30%
false-negative rate and equivalence to tissue when used to evaluate
patients with advanced NSCLC.3,5 Complete genotyping is critical to
maximize treatment benefit while minimizing adverse events.12,13,14

Because of tumor heterogeneity arising as resistance
to targeted therapy develops, testing of a new sample
better representing the current tumor environment is
more likely to identify resistance mechanisms.4,10,11

Plasma or
tissue at
progression
NSCL-G,
page 5 of 5
Panel size
Naming of
Guardant360

NSCL-G,
page 5 of 5
Plasma vs.
tissue

NSCL-G,
page 5 of 5
Indications
for cell-free
DNA

Standards for analytical Regarding the performance characteristics of
cell-free tumor DNA have not been established, and in contrast to
tissue-based testing, no guidelines exist regarding the recommended
performance characteristics of this type of testing. a considerable
body of evidence demonstrates that response rates to biomarkers
detected by plasma are equivalent to those detected by tissue,
including for EGFR, EGFR T790M, ALK/ROS1, RET, MET exon 14,
and BRAF V600E.4,6,8
The use of cell-free/circulating tumor DNA testing can should be
strongly considered in specific clinical circumstances any setting in
which data from compete biomarker testing are lacking and adequate
tumor tissue for analysis is not in hand, most notably:
à If a patient is medically unfit for invasive tissue sampling
à In the initial diagnostic setting, if following pathologic confirmation
of a NSCLC diagnosis there is insufficient material for molecular
analysis, cell-free/circulating tumor DNA should be used only if
follow-up tissue-based analysis is planned for all patients in which
and an oncogenic driver is has not been identified
à If a patient is progressing, and testing for EGFR, EGFR T790M,
ALK/ROS1, RET, MET exon 14, or BRAF V600E was not
completed at diagnosis4,11
à If a patient is progressing, and testing may identify a treatable
resistance mechanism or targeted therapy4,11

NCCN may wish to define “broad molecular” or
“comprehensive genomic” profiling vis-à-vis “hotspot” testing, as well as categorize types of testing
based upon evidence, classifying specific tests that
meet evidence thresholds (i.e., 2A, 2B), with validation
and outcomes studies demonstrating utility.3,4,6,7,9
I understand and respect that NCCN may not routinely
recommend specific tests, but suggest that the
NSCLC Panel may wish to reconsider naming
Guardant360 in delineating what should and should
not be covered, as many payers and their
intermediaries15,16,17,18 and the NCCN panels for both
prostate and breast cancers (in mentioning several
RNA expression assays, noting the level of evidence
for these assays)19,20 have done. Oncologists would
benefit from clearer guidance on which tests are well
validated and supported by published studies
reporting on clinical utility and outcomes.
Although analytic validity standards for liquid biopsy
in general may not been established, some plasmabased assays (with published clinical outcomes
equivalent to those achieved through tissue-based
means) are acceptable.4,6,7,8,9
Oncologists would benefit from direction as to which
tests are supported by published data pertaining to
clinical utility and outcomes.
The NSCLC Panel can meaningfully address the
prevalent problem of undertesting1,2,3 and associated
deprivation of targetable treatments by supporting
plasma-based in addition to tissue-based testing, as
the former (a) is more readily accessible and efficient;4
(b) may be more attractive as a less invasive means,
particularly in times of pandemic; (c) has a quicker
turnaround;3 (d) may identify more patients with driver
mutations;3,4,5,11 and (e) results in similar
responses.4,6,7,8,9

Thank you for considering these suggestions to address the challenges of undertesting and underutilization of targeted therapy through
greater access to well validated plasma-based comprehensive genomic profiling.
Sincerely,

Mark D. Hiatt, MD, MBA, MS
Vice President, Medical Affairs | Guardant Health
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